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=> file reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 
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FULL ESTIMATED COST 0.21 0.21 



FILE 'REGISTRY' ENTERED AT 15:03:33 ON 21 JUL 2008 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2008 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 20 JUL 2008 HIGHEST RN 1035004-20-6 
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=> d 11 

LI HAS NO ANSWERS 

LI STR 

/ Structure 1 in file .gra / 

Structure attributes must be viewed using STN Express query preparation. 



=> s 11 sss sam 

SAMPLE SEARCH INITIATED 15:04:27 FILE 
SAMPLE SCREEN SEARCH COMPLETED - 



REGISTRY' 
5 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 0 0.00.01 



5 ITERATIONS 



FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH **COMPLETE** 

PROJECTED ITERATIONS: 5 TO 234 

PROJECTED ANSWERS: 0 TO 0 



L2 



0 SEA SSS SAM LI 



=> s 11 sss full 

FULL SEARCH INITIATED 15:04:32 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 86 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 00.00.01 



ITERATIONS 



1 SEA SSS FUL LI 



=> d scan 



L3 1 ANSWERS REGISTRY COPYRIGHT 2008 ACS on STN 

IN Phosphonic acid, P- [ [ [ ( 1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 

quinoxalinyl) methyl] amino] methyl] - 
MF CIO Hll N4 07 P 



/ Structure 2 in file .gra / 
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ALL ANSWERS HAVE BEEN SCANNED 
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The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 21 Jul 2008 VOL 149 ISS 4 
FILE LAST UPDATED: 20 Jul 2008 (20080720/ED) 

Caplus now includes complete International Patent Classification (IPC) 
reclassification data for the second quarter of 2008. 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http: //www. cas .org/ legal/ infopolicy.html 
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TITLE: Combination therapy using an allosteric adenosine A 

receptor enhancer with an opioid analgesic or 
AMPA/kainate antagonists for the treatment of pain 
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USA 

SOURCE: PCT Int. Appl . , 54pp. 
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AB The invention provides synergistic combinations for the treatment of 

conditions assocd. with pain including acute pain, e.g., postoperative 
pain, chronic pain, inflammatory pain, neuropathic pain and pain assocd. 
with migraine. In particular, the invention relates to the use of an 
allosteric adenosine Al receptor enhancer in conjunction with opioid 
analgesics or 2-amino-3-hydroxy-5-methyl-4-isoxazole-propionic acid 
(AMPA) /kainate antagonists for alleviating pain, e.g., postoperative pain. 

IT ***188696-80-2*** , Becampanel 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(allosteric adenosine Al receptor enhancer combination with opioid 
analgesic or AMPA/kainate antagonist for treatment of pain) 

RN 188696-80-2 CAPLUS 

ON Phosphonic acid, P- [ [ [ ( 1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 
quinoxalinyl)methyl] aminojmethyl] - (CA INDEX NAME) 



/ Structure 3 in file .gra / 
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AB The invention provides synergistic combinations for the treatment of 

conditions assocd. with pain including acute pain, e.g., postoperative 
pain, chronic pain, inflammatory pain, neuropathic pain and pain assocd. 
with migraine. In particular, the invention relates to the use of an 
allosteric adenosine Al receptor enhancer in conjunction with opioid 
analgesics or 2-amino-3-hydroxy-b-methyl-4-isoxazole-propionic acid 
(AMPA) /kainate antagonists for alleviating pain, e.g., postoperative pai 

IT ***188696-80-2*** , Becampanel 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(allosteric adenosine Al receptor enhancer combination with opioid 
analgesic or AMPA/kainate antagonist for treatment of pain) 

RN 188696-80-2 CAPLUS 

CN Phosphonic acid, P- [ [ [ ( 1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 
quinoxalinyl)methyl] aminojmethyl] - (CA INDEX NAME) 
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Epilepsy 

Knutsen, L. J. S.; Williams, M. 

Worldwide Discovery Research, Cephalon Inc., 

Chester, PA, USA 

Comprehensive Medicinal Chemistry II (2006), 
279-296. Editor (s): Taylor, John B.; Triggl 
J. Elsevier Ltd.: Oxford, UK. 
CODEN: 69JQHZ; ISBN: 978-0-08-044513-7 
Conference; General Review 



LANGUAGE: English 

AB A review on recent developments in diagnosis and treatment of epilepsy. 

The disease state and disease basis are discussed, along with exptl. 

disease models, clin. trial issues, current treatments, and unmet medical 

needs. Emerging research areas are also addressed, including adenosine 

producing stem cell therapy, novel GABA transporter inhibitors, and 

.omega, fatty acids. 
IT ***188696-80-2*** , Becampanel 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(becampanel has been used for treatment of seizures in patient with 
epilepsy) 
RN 188696-80-2 CAPLUS 

CN Phosphonic acid, P- [ [ [ ( 1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 
quinoxalinyl)methyl] aminojmethyl] - (CA INDEX NAME) 
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REFERENCE COUNT: 54 THERE ARE 54 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 2006:1111722 CAPLUS <<LOGINID : : 2 0 0 8 0 72 1» 

DOCUMENT NUMBER: 146:74520 

TITLE: A microplate solid scintillation counter as a 

radioactivity detector for high performance liquid 
chromatography in drug metabolism: Validation and 
applications 

AUTHOR(S): Bruin, Gerard J.; Waldmeier, Felix; Boernsen, K. Olaf; 

Pfaar, Ulrike; Gross, Gerhard; Zollinger, Markus 
CORPORATE SOURCE: Drug Metabolism & Pharmacokinetics, Novartis Pharma 

AG, Basel, CH-4002, Switz. 
SOURCE: Journal of Chromatography, A (2006), 1133(1-2), 

184-194 

CODEN: JCRAEY; ISSN: 0021-9673 
PUBLISHER: Elsevier B.V. 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Sensitive radioactivity detection following high performance liq. 

chromatog. (HPLC) sepn. remains a challenge in many drug metab. studies 
with radiolabeled compds . In this work, solid scintillation counting 
(SSC) after fraction collection into 96-well plates was evaluated as an 
off-line radioactivity detection method, in comparison with conventional 
liq. scintillation counting (LSC). The impact of counting time and biol. 
matrix on the quantification of radiolabeled metabolites and parent drug 
in samples from animal and human absorption, distribution, metab. and 
excretion (ADME) studies was investigated. Three different approaches 
were used to test whether reliable quantification by off-line SSC 
detection, which requires an approx. const, counting yield during the 
entire chromatog. run, can be realized: (i) the measurement of 
radioactivity-spiked biol. blank samples without HPLC sepn. as an extreme 
case of biol. background, (ii) the measurement of radioactivity-spiked 
HPLC fractions of biol. blank samples and (iii) the comparison of radio 
chromatograms obtained by off-line SSC and LSC of real samples from ADME 
studies with radiolabeled compds. Situations in which variations in SSC 
yield during an HPLC run are likely to lead to significant errors in 



quantitation were identified and are discussed. However, examples from a 
no. of animal or human ADME studies showed that in the majority of cases 
off-line SSC provides very similar quant, data, compared with the ref. 
method of off-line LSC radioactivity detection. Approaches for validation 
of the off-line SSC approach in crit . cases are discussed. The main 
advantages of off-line SSC, compared with off-line LSC, are lower 
detection limits and a substantially higher throughput. Several 
applications of off-line SSC detection in ADME studies are shown. 

IT ***188696-80-2*** , Amp397 

RL: ANT (Analyte); ANST (Analytical study) 

(microplate solid scintillation counter combined with HPLC for high 
throughput drug metab. screening) 

RN 188696-80-2 CAPLUS 

CN Phosphonic acid, P- [ [ [ ( 1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 
quinoxalinyl)methyl] aminojmethyl] - (OA INDEX NAME) 
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PRIORITY APPLN. INFO 
OTHER SOURCE (S) : 

AB The present invention relate 

of pain, esp. neuropathic pain. 



GB 2003-24542 A 20031021 

MARPAT 142:435803 

combinations suitable for the treatment 
The combinations comprise at least 1 AMPA 



receptor antagonist and at least one combination partner selected from the 
group consisting of cyclooxygenase inhibitors, vanilloid receptor 



antagonists, opioids, tricyclic antidepressants, anticonvulsants, 
cathepsin S inhibitors and GABAB receptor agonists. { [ (7-Nitro-2, 3-dioxo- 
1,2,3, 4-tetrahydroquinoxalin-5-ylmethyl) amino] methyl }phosphonic acid may 
be administered to a patient in a total daily dosage of 60-400 mg. 

IT ***188696-80-2*** 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(combinations comprising AMPA receptor antagonists for the treatment of 

neuropathic pain) 
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quinoxalinyl)methyl] aminojmethyl] - (CA INDEX NAME) 
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AB The present invention relates to a new pharmaceutical use of substituted 

aminoalkanephosphonic acids, esp. multiple sclerosis and related 

demyelinating diseases. 
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RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 



(aminoalkanephosphonic acids for treatment of multiple sclerosis and 
related demyelinating diseases) 
RN 188696-80-2 CAPLUS 

CN Phosphonic acid, P- [ [ [ ( 1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 
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RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(antiepileptic drug combination for treatment of neurol. disorder) 
RN 188696-80-2 CAPLUS 

CN Phosphonic acid, P- [ [ [ ( 1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 
quinoxalinyl)methyl] aminojmethyl] - (CA INDEX NAME) 
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RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(substituted aminoalkanephosphonic acids for treatment of mental 
disorders and nervous system disorders) 
RN 188696-80-2 CAPLUS 

CN Phosphonic acid, P- [ [ [ ( 1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 
quinoxalinyl)methyl] aminojmethyl] - (CA INDEX NAME) 
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AB AMP397 is a novel antiepileptic agent and the first competitive AMPA 

antagonist with high receptor affinity, good in vivo potency, and oral 
activity. AMP397 has a structural alert (arom. nitro group) and was 

mutagenic in Salmonella typhimurium strains TA97a, TA98 and TAIOO without 
89, but neg. in the nitroreductase-def icient strains TA98NR and TAIOONR. 
The amino deriv. of AMP397 was neg. in wild-type strains TA98 and TAIOO. 
AMP397 was neg. in a mouse lymphoma tk assay, which included a 24 h 
treatment without 89. A weak micronucleus induction in vitro was found at 
the highest concns. tested in V79 cells with 89. AMP397 was neg. in the 
following in vivo studies, which included the max. tolerated doses of 320 
mg/kg in mice and 2000 mg/kg in rats: Muta Mouse assay in colon and liver 
(5. times. 320 mg/kg) at three sampling times (3, 7 and 31 days after the 
last administration) ; DNA binding study in the liver of mice and rats 
after a single treatment with [14C] -AMP397; comet assay ( 1 . times . 2000 
mg/kg) in jejunum and liver of rats, sampling times 3 and 24 h after 
administration; micronucleus test (2. times. 320 mg/kg) in the bone marrow 
of mice, sampling 24 h after the second administration. Based on these 
results, it was concluded that AMP397 has no genotoxic potential in vivo. 
In particular, no genotoxic metabolite is formed in mammalian cells, and, 
if formed by intestinal bacteria, is unable to exert any genotoxic 
activity in the adjacent intestinal tissue. These data were considered to 
provide sufficient safety to initiate clin. development of the compd. 
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RL: ADV (Adverse effect, including toxicity) ; BIOL (Biological study) 
(genotoxicity assessment of antiepileptic drug AMP397, an Ames-pos. 
arom. nitre compd.) 
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CN Phosphonic acid, P- [ [ [ ( 1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 
quinoxalinyl)methyl]amino]methyl]- (CA INDEX NAME) 
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AB N-Substituted 5-aminomethylquinoxalinediones contg. carboxy or phosphonic 
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antagonists. Phosphonic acid derivs. are particularly water-sol. and 
display potent anticonvulsant effects in the electroshock-induced 
convulsion assay in mice. 
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RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(prepn. of N-phosphonoalkyl-5-aminomethylquinoxaline-2 , 3-diones and 
activity as in vivo active AMPA and NMDA (glycine) antagonists and 
anticonvulsants ) 
RN 188696-80-2 CAPLUS 

CN Phosphonic acid, P- [ [ [ (1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 
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AB N-Substituted 5-aminomethylquinoxalinediones contg. carboxy or phosphonic 
acids yield potent and selective AMPA and/or NMDA (glycine-binding site) 
antagonists. Phosphonic acid derivs. are particularly water-sol. and 
display potent anticonvulsant effects in the electroshock-induced 
convulsion assay in mice. 
IT ***188696-80-2P*** 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(phosphonoalkyl aminomethylquinoxalinediones as in vivo active AMPA and 
NMDA (glycine) antagonists, and prepn., receptor binding, and 
anticonvulsant activity) 
RN 188696-80-2 CAPLUS 

CN Phosphonic acid, P- [ [ [ ( 1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 
quinoxalinyl)methyl] aminojmethyl] - (CA INDEX NAME) 
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AB The prepn. of title compds. I (Rl = OH, aliph., araliph. or arom. radical; 
X = bivalent aliph., cycloaliph., cycloaliph . -aliph . , araliph., 

heteroarylaliph . or arom. radical; R2 = H or an aliph. or araliph. 
radical; alk = lower alkylidene; R3, R4, R5 = independently represent H, 
lower alkyl, halogen, trif luoromethyl, cyano or nitro) is described. I 
and their salts may be used for treating pathol. conditions which respond 
to the blocking of exciter amino acid receptors, and for producing 
pharmaceutical compns. 
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RL: SEN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(prepn. of substituted aminoalkane phosphonic acids as amino acid 
receptors) 
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CN Phosphonic acid, P- [ [ [ ( 1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 
quinoxalinyl)methyl] aminojmethyl] - (CA INDEX NAME) 
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AB The title compds . [I; one of Rl and R2 = R5 and the other = CH (R6 ) -alk-R7, 
alk-CH(R6)R7, etc. (wherein R5 = R3, R4; R6 = unsubstituted or lower 
alkylated and/or lower alkanoylated amino; R7 = H, an aliph., cycloaliph., 
heterocycloaliph. radical, etc.); R3, R4 = H, lower alkyl, halo, etc.], 
useful in the prepn. of a medicament for the treatment of pathol. 
conditions that are responsive to blocking of AMPA, kainate and/or glycine 
binding sites of the NMDA receptor, were prepd. and formulated. Thus, 
reaction of 7-bromo-5-bromomethyl-2, 3-dimethoxyquinoxaline with glycine 
tert-Bu ester hydrochloride in the presence of Et3N in MeCN followed by 
deesterif ication afforded the title compd. II.HBr. Compds. I are 
effective at 10-500 mg/day when administered orally to 75 kg patient. 

IT ***188696-80-2P*** 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 



(prepn. of novel 2 , 3-dioxo-l , 2 , 3 , 4-tetrahydro-quinoxalinYl derivs. as 
AMPA, kainate and/or glycine binding sites of the NMDA receptor 
ligands ) 



RN 188696-80-2 CAPLUS 
CN Phosphonic acid, P- [ [ [ ( 1 , 2 , 3 , 4-tetrahydro-7-nitro-2 , 3-dioxo-5- 
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